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. N  e  x  t  g  e  n  e  r  a  t  i  o  n  s  eu  e  n  c  i  n  g  (  N  G  S  )  t  e  c  h  n  o  l  o  g  i  e  s  i  n  t  r  o  d  u  c  e  d  r  a  p  i  d  s  eu  e  n  c  i  n  g  o  f   e  n  t  i  r  e  h  u  m  a  n  g  e  n  o  m  e  s   1  6   .  A  M  L  w  i  t  h  n  o  r  m  a  l  k  a  r  y  o  t  y  p  e  w  a  s  t  h  e  f  i  r  s  t  c  a  n  c  e  r  w  h  o  s  e g  e  n  o  m  e  w  a  s  f  u  l  l  y  s  eu  e  n  c  e  d   1  7   ,  a  n  d  t  h  e  s  p  e  c  t  r  u  m  o  f  i  t  s  g  e  n  o  m  i  c  a  l  t  e  r  a  t  i  o  n  s  h  a  s   s  i  n  c  e  b  e  e  n  c  h  a  r  a  c  t  e  r  i  z  e  d  i  n  h  u  n  d  r  e  d  s  o  f  p  a  t  i  e  n  t  s   4   .  S  e  v  e  r  a  l  t  e  c  h  n  o  l  o  g  i  e  s  a  r  e  n  o  w   a  v  a  i  l  a  b  l  e  t  h  a  t  s  e  l  e  c  t  i  v  e  l  y  e  n  r  i  c  h  f  o  r  r  e  l  e  v  a  n  t  g  e  n  e  s  /  r  e  g  i  o  n  s  (  t  a  r  g  e  t  e  n  r  i  c  h  m  e  n  t  )   b  e  f  o  r  e  N  G  S  i  s  p  e  r  f  o  r  m  e  d  .  T  h  i  s  a  l  l  o  w  s  f  o  r  c  h  e  a  p  e  r  m  u  l  t  i  p  l  e  x  e  d  s  eu  e  n  c  i  n  g  o  f   m  o  r  e  c  a  s  e  s  ,  a  n  d  m  o  d  e  r  a  t  e  s  t  h  e  c  o  m  p  l  e  x  i  t  y  o  f  d  o  w  n  s  t  r  e  a  m  b  i  o  i  n  f  o  r  m  a  t  i  c  s   a  n  a  l  y  s  e  s  .  S  u  c  h  a  n  a  p  p  r  o  a  c  h  ,  e  m  p  l  o  y  i  n  g  D  N  A  p  u  l  l  d  o  w  n  w  i  t  h  c  R  N  A  p  r  o  b  e  s   (  S  u  r  e  s  e  l  e  c ASXL1  BCOR  CBL  CEBPA  CSF1R  DNMT3A  EZH2  FLT3  IDH1  IDH2  JAK2  KDM6A  KIT  KMT2A  KRAS  NF1  NPM1  NRAS  PTPN11  RUNX1  SF3B1  TET2  UTY ASXL1  BCOR  CBL  CEBPA  CSF1R  DNMT3A  EZH2  FLT3  IDH1  IDH2  JAK2  KDM6A  KIT  KMT2A  KRAS  NF1  NPM1  NRAS  PTPN11  RUNX1  SF3B1  TET2  UTY 17929a  17930a  17931a  17932a  17932c  17933a  17934b  17935a  17936a  17936c  17937c  17938a  17939a  17940a  17941a  17942a  17943a  17944a  17945a  17946a  17947a  17948a  17949a  17950a  17951a  17952a  17953a  17954a  17955a  17956a  17957a  17958a  17959a  17960a  17961a  17962a  17963a  17964a  17965a  17966a  17967a Supplementary Figure 2 
